Background: Travellers' diarrhea (TD) continues to be the most frequent health problem in travellers with destinations in lower income parts of the world as compared with where they reside, even if that risk has slightly decreased. Methods: A systematic review was published 18 months ago; now PubMed was searched for more recent publications relating to travel, diarrhea, epidemiology, incidence, risk. Results: A trend to decreasing incidence rates have been noted in this as compared with the last century, but TD remains frequent. The clinical picture varies from a trivial ailment to severe with subsequent hospitalization. Of great concern are long-term sequelae, particularly post-infectious irritable bowel syndrome. The most important risk factors are the destination and duration of exposure among the environmental factors, whereas the age is the most relevant host factor. Conclusions: Even if improved hygienic conditions in low-income countries often visited by travellers have resulted in slightly diminished incidence rates of TD, this remains a frequent health problem. Visitors to such destinations must be informed about that health risk and it is beneficial to equip them with instructions and a travel kit to enable them to some extent self-manage TD occurring abroad.
such as the one proposed by the World Health Organization (WHO) primarily to describe diarrhea in children under 5 years have occasionally been used ("passage of three or more loose or liquid stools per day-or more frequent passage than is normal for the individual") (http://www.who.int/mediacentre/fact sheets/fs330/en/[23 October 2016, date last accessed]). [2] [3] [4] The term dysentery is used to describe patients in whom pathogens have invaded the intestinal mucosa, resulting in fever and/or blood admixed in the stools. 1 In persistent diarrhea illness lasts for at least 14 days (http://www.who.int/mediacentre/factsheets/ fs330/en/ [23 October 2016, date last accessed]). The WHO apparently no longer uses the term chronic diarrhea (30 days).
In the past, TD was often graded as mild (one to two unformed stools per 24 h without other symptoms), moderate (one to two unformed stools with symptoms, or more unformed stools without additional symptoms) or classic (three or more unformed stools with additional symptoms). 5 However, this traditional grading should be abandoned. In view of the new therapeutic strategy proposed in the conclusions of this expert consensus in this supplement, the following terms for acute TD will be used:
Mild: diarrhea that is tolerable, is not distressing and does not interfere with planned activities, i.e. few unformed stools and no severe accompanying symptoms. Moderate: diarrhea that is distressing or interferes with planned activities; this is irrespective of number of stools and usually with substantial accompanying symptoms, but without signs of dysentery as described above. Review Severe: diarrhea that is incapacitating or completely prevents planned activities; all dysentery is considered severe.
High-risk destinations are countries with a TD incidence rate in the initial 2 weeks of stay of 20% or more, intermediate risk describes rates of 8 to < 20%, while the rate is < 8% at low-risk destinations. Obviously, it is essential to differentiate these rates from attack rates among all persons at risk without any period defined. 2, 6 Incidence Rates and Symptoms Nowadays, TD remains clearly the most frequent or at least a frequent health problem among individuals originating in highincome areas of the world with destinations in lower-and middle-income countries. 1, [7] [8] [9] [10] [11] However, in the past decade decreasing incidence rates have been observed in countries with improving economies, particularly in East Asia and the western parts of South America as compared with earlier studies [2] [3] [4] 10, 12, 13 In contrast, the rates remain high in South Asia (India), most parts of Western Asia/"Middle East", North (Egypt) and tropical Africa, and as well in most countries of Central America. [2] [3] [4] 10 In contrast to studies conducted during pre-2000, most new surveys no longer indicated any rates exceeding 50% during the initial 2 weeks of stay [2] [3] [4] 10, 12 . A map illustrating the current global situation has recently been published elsewhere. 1 TD is often trivial as illustrated by the fact that the vast majority of patients did not have to amend their travel plans. 5 At intermediate risk destinations 50% had accompanying symptoms, whereas that proportion was 60-70% at high-risk destinations. 5 Abdominal cramps were by far the most frequent accompanying symptom, followed by nausea. Other studies found faecal urgency to be the most frequent symptom, 4 and one reported fever (14%) as the symptom reported most often. 2 According to data generated in the 20th century, the proportion of dysenteric cases at most destinations is <10%. In Turkey and Goa, in India, slightly <15% of patients reported subjective fever, and fewer reported blood in the stools.
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Clinical Course and Impact
The onset of TD most frequently takes place in the first week(s) of exposure; thereafter the number of additional cases gradually decreases according to most studies 2,10,14 but few describe constant rates with seasonal variations over the initial months or years or very slowly decreasing rates. 15, 16 Often the disease is self-limited; about half the patients are spontaneously cured within 48 h 4, 13 . However, in 1% TD symptoms persisted for at least 1 month 13 ; in 17% TD persisted upon return and in 2% of all patients the onset of symptoms was only during follow-up at home. 17 The proportion of all travellers who have to amend their travel plans varies depending on the incidence rate at the destination. In Brazil, the rate of "incapacitation" (presumably these had to amend travel plans) of all travellers was 4%, in India 30%, whereas just among the patients with TD the respective rates were 12 and 46%. 5 Thirteen percent of all patients were confined to their accommodation, particularly those with 4 stools per day, with a duration of TD of 2-3 days. 4 The duration of this incapacitation varied between averages of 11-21 h, with a maximum of 29 h in cases of classic diarrhea in Goa. 5 Hospitalization may occur while abroad or after returning home; but this happens only in >0.1-0.4% 5, 17 . Basing on insurance data for an assessment of Finnish travellers with health problems abroad "one-third of inpatient cases" were associated with "acute gastroenteritis". 9 Children and backpackers (3.2%)
tend to be hospitalized more often than other travellers for TD 24, 35 . It appears some doctors, e.g. in tropical resorts tend to recommend inappropriate overnight infusion therapy. 18 In addition, there may be a long-term impact of TD, the most frequent being Post-Infectious Irritable Bowel Syndrome (PI-IBS). Basing on a meta-analysis this occurred in 5.4% of TD patients, but also travellers without TD developed this disease in 1.4%. 19 Other sequelae include reactive arthritis-often associated with HLA-B27-"hemolytic uraemic syndrome, and Guillain-Barré syndrome. 20, 21 The latter has occurred particularly often when enteric infections are associated with Campylobacter. 20, 22 Clostridium difficile diarrhea after the use of unknown doses of quinolones and other agents has been very rarely observed, according to personal communication once also after single dose.
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Lastly, TD also may result in financial loss, there is an economic burden on all kinds of travellers and the insurance industry. 26 
Risk Groups for TD

Environmental Factors
The destination remains the most relevant risk factor. 2, 4, 5 There are large differences between high-and low-risk destinations as recently demonstrated in the Finnish study: The incidence of acute gastroenteritis leading to a request for aid by an assistance organization varied from <2 per 100 000 among visitors to continental Europe or the United States, to >20 on the Canary Islands, 65 in Turkey, Thailand and Africa and 185 in Egypt. 9 "Microepidemiology" also plays a role, as at a single destination there are very significant differences in 2-week incidence rates between hotels; those with most stars are not necessarily those with the lowest risk. 27 The duration of exposure plays also a determining role. 10 Significant differences have also been observed depending on the travel purpose and travel style. Backpackers tend to have higher rates in many studies, which is explained by the fact that they consume more food and beverages from street vendors. 4, 7, 28 Several studies have illustrated that beach vacations tend to be associated with slightly lower attack rates of TD as compared with multi-stop adventure tours and "all-inclusive hotel arrangements" (often including free alcohol). 5, 28 Visiting friends and relatives were associated with above or below average TD rates depending on the study. 2, 5, 29 In contrast, the TD rates on cruises overall are rather lower than those in land hotels. 30 Of note, alpinists and trekkers in remote areas are at risk of TD; for instance, 29% of climbers on Denali, Alaska were affected. 31 TD is also a problem for many trekkers in Nepal (Basnyat B, personal communication). 32, 33 Seasonal variations exist for the risk of TD with lower rates occurring in winter in some parts of the world; in Mexico and Nepal the TD risk increases with warmer temperatures and greater rainfall 15,34 (8606474) . In contrast, in Thailand no seasonal variations were demonstrated. 35 Behaviour, particularly avoidance of potentially contaminated food, has been assessed in various studies, most of them retrospective and thus associated with recall bias. Overall there is a lack of evidence that the old rule "boil it, cook it, peel it, or forget it"-although plausible-would be beneficial. 36 Host Factors Males and females in most studies, particularly in the large ones, show no significant differences in incidence rates, 5 with a notable exception in Dutch travellers in whom female gender was a risk factor. 2 However, female TD patients tend to more often consult with a clinic. 37 Almost all studies have illustrated how younger travellers, particularly teenagers and young adults will more often suffer of TD. 1, 2, 4 Young children with TD more frequently need to be hospitalized. [38] [39] [40] [41] Whether the higher susceptibility of British travellers 5 is associated with host factors, e.g. a different microbiome, or rather different behaviour has not been elucidated. Many historical and recent studies have shown that residence in or very recent visits to high-risk countries reduce the risk of TD, 4, 5, 8, 13, 42, 43 but that contrasts with observations in some groups of expatriates. 15, 16 Pre-existing conditions play a very limited role with respect the TD incidence, but diarrheal episodes in the 2 months pretravel period and the use of antacids significantly increased the risk of TD. 4 There is no difference in the incidence or duration of traveller's diarrhea in travellers taking immunosuppressive agents, however, patients with inflammatory bowel disease have a higher incidence of TD and longer duration of diarrhea and abdominal pain relative to controls. 44 A variety of genetic factors have been shown to influence TD incidence rates. 1 While these are scientifically interesting, they play a limited role while offering health advice in travel clinics since the vast majority of the travellers has neither been assessed for, nor informed about, these factors. However, empirically some high-risk future travellers can be detected while investigating the previous experience abroad; these people often complain that they are more prone to have TD than all others in the travel group on every single journey. 4 
Discussion and Conclusions
Over the past decades improved hygienic conditions in lowincome countries often visited by travellers have resulted in slightly diminished incidence rates of TD. TD is often trivial with mild-to-moderate symptoms and self-limited even without therapy. However, when the initial symptoms occur while abroad it often is difficult to predict the clinical course, which might have implications on the travel plans. Thus TD remains a very important health problem for travellers, because it may ruin one or several days with high expectations for pleasure or business, also there might be a sometimes costly need to change travel plans not only for the patient, but for the entire family. Even more relevant than this and financial consequences are long-term sequelae.
Risk groups can be identified both by assessing environmental and host factors. All visitors to TD high-risk destinations must be informed about the TD facts and it is beneficial to give them instructions and to at least consider to equip them with a travel kit.
